AMENDMENTS TO THE CLAIMS 



1-21. (Cancelled) 

22. (Currently Amended) A pharmaceutical composition comprising as active principle 
at least one among the 3-aza-bicyclo[3.2.1]octane derivatives of general formula (I), or mixtures 
thereof 




wherein: 
R x is H, 

R 2 is selected from the group consisting of H, Ci-galkyl, C 2 - 8 allcenyl, C 2 . 8 aUtynyl, cycloalkyl, aryl, 
arylCi_ 8 alkyl, heterocycleCi-galkyl, aminoCi. 8 allcyl ? aminoaryl, Ci-galkyloxyaryl, hydroxyaryl, 
hydroxyCi_ 8 alkyl, carboxyCj. 8 alkyl, methyloxycarbonylCi- 8 alkyl, carboxyaryl, carboalkyloxyaryl, 
allcylcarbamoylaryl and -(side chains of amino acids), or 

R3 is_selected from the group consisting of H ? Ci- 8 allcyl, C 2 . 8 allcenyl, C 2 . 8 alkynyl, cycloalkyl, aryl, 
arylCi„ 8 alkyl, heterocycleCi- 8 alkyl, RR'NCi_ 8 alkyl, RR'Naryl, RO-Ci_ 8 alkyl, RO(0)C-Ci_ 8 alkyl, 
R(0)C-Ci- 8 alkyl, RC(0)0-Ci_ 8 alkyl, RC(0)N(R)Ci- 8 alkyl, RO-aryl, RO(0)C-aryl, R(0)C-aryl 
RC(0)0-aryl, RC(0)N(R)aryl, »CH(amino acid side-chain)C0 2 R, -CH(amino acid side- 
chain)C(0)NR, -CH(C0 2 R)- amino acid side-chain, CH(CONRR')- amino acid side-chain, 
Fmoc, Boc and Cbz, 

R4, and R5, equal or different amongst each other, are selected from the group consisting of H, 
Ci_ 8 alkyl, C 2 - 8 allcenyl, C 2 - 8 aMnyl, cycloalkyl, aryl, heterocycle, arylCi- 8 alkyl and heterocycleCi- 
8 alkyl, 

R 6 is selected from the group consisting of H, Ci- 8 alkyl, C 2 - 8 alkenyl, C 2 - 8 alkynyl, cycloallcyl, aryl, 
arylCi- 8 alkyl, heterocycle, heterocycleC^alkyl; -C(0)R, -C(0)OR, -C(0)NRR', CH 2 OR, 
CH 2 NRR 5 , -C(0)NH-CH(amino acid side-chain)C(0)OR, CH 2 NR-Fmoc, CH 2 NR-Boc and 
CH 2 NR-CBz, 
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R and R, equal or different between each other, are selected from the group consisting of H 3 

Ci-salkyl, C^alkenyl, C 2 - 8 all<ynyl, cycloalkyl, aryl, heterocycle, arylCi-galkyl; heterocycleCi- 8 alkyl; 

protecting group, -C(0)CH-(amino acid side-chain)-NHT, -NH-CH(amino acid side-chain)COOT 

and -CH(amino acid side-chain)COOT, 

where T is selected from between H and Ci^alkyl; 

X is O, a is a double bond, 

Y and Z, equal or different from each other, are selected from the group consisting of O, S, SO, S0 2 
and N-R, wherein R is as above defined; 

Q is selected from the group consisting of C=0, CH 2 , CO-NH-CH (amino acid side-chain)-CO, 
CONR(CH 2 ) n CO, CONR-C 2 _ 8 alkenyl-CO C(0)0(CH 2 ) n CO, CH 2 OC(0)(CH 2 ) n CO, and 
CH 2 NRC(0)(CH 2 ) n CO, wherein n is comprised between 2 and 6, and R is as above defined, 
Q' is selected from the group consisting of C(0)OCH 2 , C(0)NRCH 2 , CH 2 OC(0), CH 2 NRC(0), 
CONR(CH 2 ) n NRCO, CONR-C M alkenyl-NRCO, C(0)0(CH 2 ) n NRCO, CONR(CH 2 ) n OC(0), 
CH 2 OC(0)(CH 2 ) n OC(0)CH 2 , CH 2 NRC(0)(CH 2 ) n m^ 

CH 2 NRC(0)(CH 2 ) n OC(0)CH 2 , CH 2 NR(CH 2 ) n NRCH 2 , CH 2 0(CH 2 ) n OCH 2 , CH 2 0(CH 2 ) n NRCH 2 , 
and CH 2 NR(CH 2 ) n OCH 2j wherein n is comprised between 2 and 6, and R is as above defined, 
and where the groups alkyl, alkenyl, alkynyl, cycloalkyl, aryl and the heterocyclic groups above 
reported, are possibly substituted; and 
a pharmaceutical^ acceptable excipient or diluent 

wherein said pharmaceutical composition is for use in th e tr eatment of diseases in which 
neurotrophine functions are involved in defect . 

23. (Previously Presented) The pharmaceutical composition according to claim 22, 
wherein Z is O. 

24. (Previously Presented) The pharmaceutical composition according to claim 22, 
wherein the alkyl, alkenyl, allcynyl, cycloalkyl, aryl and heterocyclic groups may be substituted 
with one or more moieties chosen from the group consisting of halogen, cyano, nitro, amino, 
hydroxy, carboxylic acid, carbonyl and Ci-6 alkyl. 
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25. (Previously Presented) The pharmaceutical composition according to claim 22, 
wherein the 3-aza-bicyclo[3.2.1]octane derivatives of formula (I) are selected from the 
compounds having the following formulas: 
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26. (Cancelled) 



27. (Withdrawn) A method of treating: 

i) neurodegenerative, inflammatory, toxic, traumatic, or vascular disorders of the central, 
peripheral, or autonomic nervous system, neural damages secondary to hypoxia, ischaemia, 
burns, chemotherapy, toxic compounds of various origin (including alcohol), infections, trauma 
(including surgical trauma) originating axotomy of motoneurons, sensorial, motor, or 
sensorimotor neuropathies, or autonomic dysfunctions secondary to diverse pathologies, genetic 
disorders, nervous pathologies of diverse origin, some ocular pathologies, corneal diseases of 
diverse origin, pathologies from reduced motility of the gastro-intestinal tract or from urinary 
bladder atony, endocrine neoplastic pathologies, clinical conditions in which stimulation of 
learning processes is advantageous, and all pathological conditions originating from apoptotic 
processes of neural cells; 

ii) acquired immunodeficiency diseases due to reduced or absent bioavailability of NGF; 
hi) conditions in which stimulation of neoangiogenesis maybe advantageous; 

iv) certain ocular pathologies, 
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said method comprising administering to a patient in need of such a treatment a pharmaceutical 
composition comprising as active principle at least one among the 3-aza-bicyclo[3.2.1]octane 
derivatives of general formula (I), or their dimers of general formula (E) and (EI), or mixtures thereof 
as defined in claim 22. 

28. (Withdrawn) The method according to claim 27, in which said neurodegenerative, 
inflammatory, toxic, traumatic, or vascular disorders of the central, peripheral, or autonomic 
nervous system are selected from Alzheimer Disease (AD), Amyotrophic Lateral Sclerosis 
(ALS), Huntington disease, multiple sclerosis, epilepsy, Down syndrome, nervous deafness and 
Meniere's disease. 

29. (Withdrawn) The method according to claim 27, in which said neural damages 
secondary to infections are selected from polio and HIV virus. 

30. (Withdrawn) The method according to claim 27, in which said genetic disorders are 
selected from Charcot-Marie-Tooth disease, Refsurn disease, abetalipoprotenemia, Tangier 
disease, Krabbe disease, metachromatic leukodystrophy, Fabry disease, Dejerine-Sottas disease. 

3 1 . (Withdrawn) The method according to claim 27, in which said nervous pathologies 
of diverse origin are selected from diffuse atrophy of cerebral cortex, Lewy body dementia, 
Pick's disease, mesolimbocortical dementia, neuronal ceroid lipofuscinosis, thalamic 
degeneration, cortico-striatal-spinal degeneration, cortico-basal ganglionic degeneration, cerebro- 
cerebellar degeneration, familial dementia with spastic paraparesis, polyglucosan bodies disease, 
Shy-Drager synfrome, olivopontocerebellar atrophy, progressive supranuclear palsy, deforming 
muscular dystony, Hallervorden-Spatz disease, Meige's syndrome, familial shivering, Gilles de 
la Tourette syndrome, chorea-acanthocytosis syndrome, Friedreich's ataxia, Holmes' 
corticocerebellar familial atrophy, Gerstmann-Straussler-Scheinker disease, progressive spinal 
muscular atrophy, spastic paraplegia, peroneal muscular atrophy, hypertrophic interstitial 
polyneuropathy and polyneuritic ataxic heredopathy. 
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32. (Withdrawn) The method according to claim 27, in which said ocular pathologies are 
selected from optic nerve neuropathies, retinal degeneration, ophtalmoplegy and glaucoma; and 
said corneal diseases of diverse origin are selected from neurotrophic ulcers, post-traumatic and 
post-infective corneal disorders. 

33. (Withdrawn) The method according to claim 27, in which said pathologies from 
reduced motility of the gastro-intestinal tract or from urinary bladder atony are selected from 
interstitial cystitis and diabetic cystitis. 

34. (Withdrawn) The method according to claim 27, in which said conditions in which 
stimulation of neoangiogenesis may be advantageous are selected from myocardial infarction, 
stroke, cerebral aneurysms, gastro-duodenal ulcers, wound healing and peripheral vasculopathies. 

35. (Withdrawn) The method according to claim 27, in which said acquired 
immunodeficiency disease is immunodeficiency of ageing. 

36. (Withdrawn) A method for promoting growth and/or in vivo, in vitro or ex vivo 
survival of neuronal cells, comprising using as promoting reagents the 3-aza~bicyclo[3.2.1]octane 
derivatives of formula (I), their dimers of formula (II) or (HQ and mixtures thereof as defined in 
claim 22. 

37. (Withdrawn) The method according to claim 36, wherein said neural cells are 
selected from the group consisting of dopaminergic, cholinergic, sensorial neurons, striatal cells, 
cortical cells, cells of the corpus striatum, hippocampus, cerebellum, olfactory bulbs, peri- 
aqueductal cells, cells of the raphe nuclei, of the locus coeruleus, of the dorsal root ganglia, 
sympathetic neurons, lower motoneurons, nervous stem cells, and cells anyhow deriving from the 
neural plaque. 

38. (Withdrawn) A process for the preparation of culture and storage media useful for 
conservation of explanted corneas destined to transplantation, comprising adding to culture and 
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storage media 3-aza-bicyclo[3.2.1]octane derivatives of formula (I), their dimers of formula (II) 
or (HI), or mixtures thereof as defined in claim 22. 

39. (Withdrawn) A method for imaging analysis of tissues and organs containing 
neurotrophine receptors, comprising using 3-aza~bicyclo[3.2.1]octane derivatives of formula (I), 
their dimers of formula (II) or (HI), or mixtures thereof as defined in claim 22, labelled with 
suitable reagents (contrast agents, radioisotopes, fluorescent agents etc.), and possibly processed 
with procedures useful for medical imaging purposes. 

40. (Withdrawn) The method according to claim 39, for monitoring the use and efficacy 
of drugs or for the diagnosis of mammal diseases in which the neurothrophine receptors are 
involved. 

41. (Cancelled) 

42. (Currently Amended) The 3-aza-bicyclo[3.2.1]octane derivatives of formula (I) 
selected from the compounds indicated by the following numbers: 

3,4, 6,11,14 16,18, 22-23,190491, and 196-217, as defined in claim 25. 
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